Introduction

!
About 5 % of gastrointestinal neoplasms and 1 % to 2 % of gastrointestinal malignant tumors initially develop in the small bowel [1, 2] . Small-bowel tumors have been difficult to diagnose as a consequence of their nonspecific presentation and the poor accessibility of the distal small bowel. Furthermore, many of these tumors can remain clinically silent for years [3] . Since the introduction of capsule endoscopy (CE) and overtube-assisted enteroscopy (OAE), the number of small-bowel polyps and tumors that are diagnosed has increased [4 -6] . Obscure gastrointestinal bleeding (OGIB) is the main indication for using these enteroscopic modalities [6 -10] . Importantly, the development of both double-balloon enteroscopy (DBE) [11, 12] and single-balloon enteroscopy (SBE) [13, 14] has made it possible to perform diagnostic and therapeutic procedures during a single examination. More recently, spiral enteroscopy (SE) has been introduced as an alternative to balloon-assisted enteroscopy for deep intubation of the small intestine [15] . Several studies have evaluated the utility of DBE and CE in the evaluation of patients with suspected small-intestinal disease, including OGIB. However, the studies have shown inconsistent results and are largely limited by their small sample size [16] . Furthermore, these meta-analyses did not focus on small-bowel polyps and tumors. To the best of our knowledge, no systematic review has Sulbaran Marianny et al. Overtube-assisted enteroscopy and capsule endoscopy for the diagnosis … Endoscopy International Open 2016; 04: E151-E163
Background and study aims: Several studies have evaluated the utility of double-balloon enteroscopy (DBE) and capsule endoscopy (CE) for patients with small-bowel disease showing inconsistent results. The aim of this study was to determine the sensitivity and specificity of overtube-assisted enteroscopy (OAE) as well as the diagnostic concordance between OAE and CE for small-bowel polyps and tumors. Patients and methods: We conducted a systematic review and meta-analysis of studies in which the results of OAE were compared with the results of CE for the evaluation of small-bowel polyps and tumors. When data for surgically resected lesions were available, the histopathological results of OAE and surgical specimens were compared. The sensitivity, specificity, positive likelihood ratio, and negative likelihood ratio for the diagnosis of small-bowel polyps and tumors were analyzed. Secondarily, the rates of diagnostic concordance and discordance between OAE and CE were calculated. Results: There were 15 full-length studies with a total of 821 patients that met the inclusion criteria. The pooled sensitivity, specificity, positive likelihood ratio, and negative likelihood ratio were as follows: 0.89 (95 % confidence interval 
= 93.8 %; and 0.14 (95 %CI 0.05 -0.35), with heterogeneity Cochrane's Q = 81.01 (P < .01) and inconsistency (I 2 ) = 82.7 %, respectively. A summary receiver operating characteristic curve (SROC) curve was constructed, and the area under the curve (AUC) was 0.97. Conclusion: OAE is an accurate test for the detection of small-bowel polyps and tumors. OAE and CE have a high diagnostic concordance rate for small-bowel polyps and tumors. This study was registered in the PROSPERO international database (www.crd.york.ac.uk/prospero/) with the study number CRD42015016000.
yet been conducted to evaluate OAE and CE for the diagnosis of small-bowel polyps and tumors. The aim of this study was to determine the sensitivity and specificity of OAE, as well as the concordance rate between OAE and CE for the diagnosis of small-bowel polyps and tumors in patients presenting mainly with OGIB.
Methods
!
This study was structured according to the PRISMA (Preferred Reporting Items for Systematic reviews and Meta-Analyses) recommendations [17] . It was registered in the PROSPERO international database (www.crd.york.ac.uk/prospero/) [18] with the study number CRD42015016000.
Eligibility criteria
Types of studies: We included comparative studies in which OAE (including DBE, SBE, and SE) and CE were performed to diagnose small-bowel disease in patients with OGIB. Our search was applied to all databases through November 2014. Studies were excluded if they did not report specific information on the results of OAE and CE, included fewer than five patients, or were case reports, abstracts, or review articles. Studies that potentially shared enrolled patients were also excluded. Participants: The patients in this meta-analysis had been given a diagnosis of OGIB, gastrointestinal polyposis, anemia, chronic abdominal pain, diarrhea, or suspected mass. Interventions: We used studies that compared OAE, including DBE, SBE, and SE, with CE. Outcome measures: True positives, true negatives, false positives, and false negatives were carefully extracted from the included studies. The primary outcome measures were sensitivity, specificity, positive likelihood ratio (PLR), and negative likelihood ratio (NLR) of OAE and the rates of concordance and discordance between OAE and CE for the diagnosis of small-bowel polyps and tumors.
Information sources
Three investigators (M. S., W. B., and K. M) independently performed a search of the medical literature up to November 2014. The following electronic databases were searched: MEDLINE (via PubMed), EMbase (Excerpta Medica database), LILACS (Latin American and Caribbean Health Science Literature), and Cochrane (via BVS [Biblioteca Virtual en Salud]). A manual search was also conducted of additional sources of information, such as bibliographies of identified articles, abstracts, and congress books. Potentially relevant articles were retrieved, and their reference lists were reviewed to identify studies that the search strategy might have missed. Papers were restricted to "full text."
Search
The following search terms were used for MEDLINE: ( 
Studies selection
Three investigators (M. S., W. B., and K. M) independently reviewed abstracts identified in the initial search to determine whether they were eligible for inclusion in a full-article review. The full papers were reviewed if there was disagreement about their inclusion. The study selection process was summarized through an adapted PRISMA flow diagram.
Data collection process
We extracted data from the included studies with a diagnostic studies checklist. The relevant data were then extracted from each study with a standardized extraction form. One review author extracted the data, and a second author checked the extracted data. Disagreements were resolved by discussion among the three review authors.
sis of small-bowel polyps and tumors. The rates of concordance and discordance between OAE and CE for the diagnosis of smallbowel polyps and tumors were also assessed.
Planned methods of analysis
Based on a comparison of OAE and CE results, 2 × 2 statistical tables were constructed for each study. Where 0 counts occurred in at least 1 cell of study data, a continuity correction of 0.5 was added to every value for that study to make the calculation of sensitivity and specificity. Based on these data, the sensitivity, specificity, PLR, and NLR (with corresponding 95 % confidence intervals [CIs]) of enteroscopy were calculated. Pooled results with corresponding 95 %CIs were derived by using the random effects model. A summary receiver operating characteristic curve (SROC) was constructed based on the Moses-Shapiro-Littenberg method [23] . The area under the curve (AUC) was computed as a measure of the overall performance of enteroscopy to accurately differentiate patients with small-bowel polyps and tumors from those without. A preferred test has an AUC close to 1, and a poor test has an AUC close to 0.5. Cochrane's Q2 test was used to assess heterogeneity, and the I 2 statistic was used to measure inconsistency A value of I 2 below 30 % was not considered to be statistically significant. I 2 values of 30 % to 60 % were considered to represent moderate heterogeneity, between 50 % and 90 % substantial heterogeneity, and between 75 % and 100 % considerable heterogeneity [24] . The analysis was performed with Meta-DiSc version 1.4 statistical software (Unit of Clinical Biostatistics team of the Ramon y Cajal Hospital, Madrid, Spain). The Critically Appraised Topic (CAT) software was also used to calculate pretest probability values.
Risk for bias within studies
To evaluate the risk for bias within the studies, QUADAS-2 was applied to each of the studies. According to QUADAS-2, bias was classified as related to patient selection and/or OAE and/or CE and/or flow and timing. Studies of high quality were defined as those with low risk answers to at least three of four key items. Studies of poor quality were those that failed or had an unclear answer to three of the four items. Moderate quality was assigned for every other possibility.
Additional analysis
The rates of concordance and discordance per patient between OAE and CE for the diagnosis of small-bowel polyps and tumors were assessed.
Results
!
The initial search yielded 1182 citations, and 1150 articles were excluded after preliminary abstract review. There were 32 fulllength articles reviewed for eligibility. Detailed reasons for exclusion are outlined in Appendix A. A total of 15 full-length studies met the inclusion criteria (• " Fig. 1 ).
Study characteristics
A total of 821 patients underwent both OAE and CE for a variety of indications, including OGIB, gastrointestinal polyposis, anemia, chronic abdominal pain, diarrhea, and suspected mass. The main characteristics of the included studies are detailed in • " Table 1. Enrolled studies were published between 2005 and 2014. Eight studies were prospectively designed, and seven were retrospective. Five studies were from Japan [19, 20, 25 -27] three from the United States [28 -30] , two from Italy [21, 31] , and one from each of the following countries: Germany [32] , Romania [33] , Korea [34] , Canada [35] , and China [36] . Four studies were conducted at multiple centers: two from Italy, one from Korea, and one from the United States. DBE was the OAE approach used in 11 studies, whereas SBE was used in three studies and SE in two studies. The M2A PillCam (Given Imaging, Yoqneam, Israel) was used in nine studies. The capsule model used in six of the studies was not specified. Data on the sequence of examinations, time between tests, OAE mean procedure time, CE recording duration, OAE depth of insertion, and percentages of OAE and CE complete examinations and complications were extracted. Original article E155 THIEME Meta-analysis respectively. An SROC curve was drawn to further explore overall accuracy, and the AUC was 0.97 (• " Fig. 4 ).
Additional analysis
Pretest probability was 26.36 ± 22.68. The rates of diagnostic concordance and discordance between OAE and CE for the identification of small-bowel polyps and tumors are presented in• " Table 2 .
Data on histopathological analysis of OAE biopsy and/or surgical specimens and tumor location were extracted if available.
Risk for bias within studies Table 3 describes the risk for bias according to patient selection, OAE, and CE, as well as flow and time between the two enteroscopy sessions. Studies of high quality were defined as those with a low risk answer to at least three of the four key items. Studies of poor quality had an unclear or high risk answer to three of the four items. Moderate quality was assigned for every other possibility. Although there are some study limitations as a result of the introduction of bias within the selected studies, the overall quality of these papers was good. Nine studies were classified as good, five as moderate, and one as of poor quality according to a summary evaluation of items included in QUADAS-2. Fig. 2 Forest plots of overtube-assisted enteroscopy pooled sensitivity and specificity for diagnosis of small bowel polyps and tumors. CI, confidence interval.
majority of studies has primarily limited previous analyses. In this study, 821 patients were included. Thus, it was possible to analyze and compare CE and OAE findings. We found that OAE is an accurate test for the detection of small-bowel polyps and tumors in patients presenting mainly with OGIB. OAE and CE have a high concordance rate for the diagnosis of small-bowel polyps and tumors. Even though we did not aim to compare different enteroscopy approaches, the sensitivity and specificity of SBE were similar to pooled OAE sensitivity and specificity. The overall diagnostic yield for SBE was higher than in previously published studies [30] . The improved diagnostic yield may be related to the routine use of CE before SBE in these cases. Although there are no data on the specific increase in diagnostic yield in the diagnosis of smallbowel polyps and tumors for CE and SBE vs SBE alone, it is reasonable to propose that CE and OAE should be used in a combined approach for the diagnosis of small-bowel polyps and tumors. Of note, the sensitivity of SE was lower than the overall OAE sensitivity. Some explanations for this observation were suggested. The first is that rotational advancement enteroscopy is simply not as effective as balloon-assisted enteroscopy for deep intes- Original article E158 THIEME This document was downloaded for personal use only. Unauthorized distribution is strictly prohibited. Original article E159 THIEME tinal intubation. In addition, small polyps may be overlooked during enteroscopy and can also be overdiagnosed by CE [28] . Future perspectives on enteroscopy modalities should also be taken into consideration. The NaviAid AB (Advancing Balloon) device (SMART Medical Systems, Ra'anana, Israel) is a balloon-assisted enteroscopy device that uses a through-the-scope balloon to allow deep intubation of the small intestine with the use of a standard colonoscope. This system has a short learning curve and can be used without the assistance of another endoscopist [37] . More studies are required in order to evaluate its diagnostic yield compared with CE findings. Neither CE nor OAE is an independent gold standard test for the diagnosis of small-bowel polyps and tumors. However, in our study, CE was defined as the reference test for sensitivity and specificity extraction data because it has provided a higher number of complete examinations of the small intestine compared with OAE. In this systematic review, the CE complete examination rates ranged from 68 % to 90.9 %, whereas the OAE complete examination rates ranged from 16.7 % to 70 %, in concordance with previous data [15, 30, 32, 34] . Additionally, in a large European multicenter trial that included 5129 patients who underwent CE, confirmation of the diagnosis and location of the lesion was obtained in all cases by conventional endoscopic or surgical means. In that study, an agreement rate of 92.8 % between CE and the final endoscopic or surgical diagnosis for single lesions was demonstrated [38] . Although there was a 93.39 % concordance rate between OAE and CE, both tests can miss lesions. There were 20 cases detected by capsule and missed by OAE, and 16 cases missed by capsule and seen on OAE. Some possible explanations have been suggested because each method has its own strengths and limitations, and especially when small-bowel tumors and polyps are evaluated, these tests should be considered complementary Total enteroscopy cannot always be achieved by OAE [6, 32] . A combination of antegrade and retrograde DBE approaches with the intention of total enteroscopy was successful in 85.7 % of patients [6] . Furthermore, OAE is intrinsically an invasive method of enteroscopy, and not all patients with a negative evaluation on the first procedure are willing to undergo a second one via the complementary route. It is therefore likely that a complete examination of the small bowel still cannot be achieved with OAE in certain patients. Additionally, although a greater number of polyps were detected with DBE than with CE, in the area explored by DBE in patients with polyposis, the majority of the polyps or tumors detected only by CE were located in the portion of the small bowel that was not evaluated by DBE [27] . These facts suggest that even for the surveillance of patients with polyposis syndromes, in whom the therapeutic impact of OAE is greater, CE and OAE show complementary benefits [32] .
Taking into consideration studies that provided surgical specimen histopathological data [32, 39, 40] , we demonstrated that in 80 % of the DBE biopsies that missed the diagnosis, the lesions were of subepithelial origin. The misdiagnosed lesions included three gastrointestinal stromal tumors (GISTs), one leiomyoma, and one adenocarcinoma, demonstrating a low histological diagnostic yield for DBE in subepithelial tumors. This is in concordance with the findings of others [3] , who also explained that the initially sampled tissue can be superficial to the targeted lesion. Additionally, 100 % agreement regarding histological and laparoscopically resected specimens was shown for DBE [39] , with the fact taken into consideration that in five cases of suspected GIST, biopsies were not obtained. Afterward, four GISTs and one gastrointestinal autonomic tumor (GANT) were further confirmed surgically. Chen et al. also analyzed the reasons for diagnoses missed by DBE in a large series of 440 patients who underwent DBE, in which the 11 patients with negative DBE results did indeed have tumors detected through surgery or CE. In this group of DBE false negatives, the reasons for the missed diagnoses were inadequate depth of insertion in 45 % (5/11), suboptimal choice of insertion approach in 36 % (4/11), and the presence of tumors that had exophytic growth with normal intestinal mucosa in 18 % (2/11) [41] . CE has its own assets and drawbacks as well. Mass lesions are typically focal and thus more likely to be missed. False-positive data for submucosal tumors on CE may also be due to transient bulges into the lumen of the small bowel [39] . Although it has been stated that CE can miss mass lesions located in the proximal small bowel because of the high velocity of the capsule as it passes along the duodenal sweep and the currently limited angle of view [40, 42, 43] , no clear association between tumor location and missed CE lesions was found in this review. Four CE-negative tumors were reported to be submucosal, three were GISTs, and one was an invaginated lipoma, findings concordant with those of a series of 150 consecutive CE examinations establishing that CE missed two small-bowel GISTs and one small-bowel mesenteric tumor diagnosed by surgery or previous contrast-enhanced computed tomography [42] . Five significant lesions missed by CE were found with other imaging modalities: DBE in three patients Original article E160 THIEME and computed tomographic enterography and magnetic resonance enterography in the remaining two patients, and four of these lesions were located in the proximal jejunum [43] . The capsule system that was mostly frequently used in the included studies was the M2A PillCam, so the capsule model did not influence the variability of our results. Current capsule limitations, such as reduced angle of view, may be overcome in the near future with the recently developed 360-degree panoramic viewing capsule. More studies would be needed to demonstrate significant differences between the diagnostic yield of the panoramic capsule and that of currently widely available CE systems [44] . In contrast, at the present time, OAE may provide clearer and more comprehensive images, aided by air insufflation in the small-bowel lumen, the possibility of removing debris from the mucosa with water, and the ability to push and pull the enteroscope to re-inspect a suspicious small-bowel segment. Even though we did not aim to study the therapeutic yield of OAE, this approach offers therapeutic advantages that should be evaluated, especially for patients with polyposis syndromes. Whereas DBE was useful for the diagnosis of various types of polyps and tumors, its major endoscopic therapeutic impact was evident in patients with familial adenomatous polyposis syndrome or Peutz-Jeghers syndrome [32] . Another important issue is the higher overall prevalence of small-bowel polyps and tumors in the patients included in our study (26.36 % ± 22.68 ) vs what has been previously reported by others (5 % -17.4 %) [1, 45] . This may be explained by the fact that the patients included in our study were at high risk for polyps or tumors because they had been selected to undergo OAE, with or without an abnormal CE study, or had concerning symptoms, mainly OGIB. We presented the pretest probability for the subgroup of patients who underwent both tests in each study, which does not necessarily represent the prevalence of the total number of patients who underwent OAE. Additionally, studies that included patients with benign lesions or polyposis were not excluded. This fact also could have influenced our overall higher reported prevalence. Nevertheless, our study does reflect the patients undergoing OAE and CE in clinical practice. Regarding complications, it is important to state that even though OAE is a more invasive technique than CE, 0.36 % of the patients experienced significant complications (two cases of perforation and one of acute pancreatitis). Capsule retention occurred in 2 % of the patients, and either OAE or surgical methods were used for retrieval. Our study has potential limitations. First, and important, is the limited number of comparison data with a gold standard method, such as intraoperative enteroscopy or surgery, found in most of the included studies. However, intraoperative enteroscopy is now rarely performed. Second, although histological confirmation is required for choosing the most adequate therapeutic option, histological confirmation by OAE may sometimes guide therapeutics other than surgery, such as chemotherapy. This is especially important in cases of malignant lymphoma or metastasis. Third, most studies had a relatively small sample size, and heterogeneity may also have limited the study. Furthermore, most studies used CE as an initial test, and its results served as a guide for the OAE route of insertion and localization of lesions. Indeed, OAE was frequently performed with an unblinded CE result, which introduced a higher risk for bias. However, this approach reflects the current standard of care, and it would not make sense to randomize patients to undergo OAE first when CE is a less invasive test.
In summary, our data show that OAE is an accurate test for the detection of small-bowel polyps and tumors in patients presenting mainly with OGIB. In addition, OAE and CE have a high concordance rate for the diagnosis of small-bowel polyps and tumors. Nevertheless, the two tests may have both false-negative and false-positive results. Thus, a combined approach is suggested. CE may be used initially to guide the OAE route of insertion and optimize its therapeutic applications.
